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Valsartan protects a rat model of adriamycin-induced
dilated cardiomyopathy from left ventricular remodeling
and failure
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Abstract
<FONT face=Verdana=AIM: To investigate whether and how AT1 receptor blocker,
valsartan, attenuates left ventricular remodeling and failure in a rat model of
adriamycin (ADR) -induced dilated cardiomyopathy. <BR>METHODS: Weight-
matched adult male Wistar rats were randomly divided into 3 groups as follows: 1)
the ADR group, in which 2.5 mg/kg of ADR was weekly injected via a tail vein for
10 weeks (n=25); 2) concomitant AT 1 receptor blocker valsartan and ADR, in
which valsartan was administered by daily gavage at a dose of 30 mg-kg -1

d -1 (n=10); 3) control group (n=10). Hemodynamics and echocardiographic
measurements were obtained at 12 weeks after treatment. Finally, left ventricle
(LV) samples were collected at 12 weeks. The hydroxyproline content was
determined by the methods of chloramines T. The expression of MMP-2, MMP-9 and
tissue inhibitors of metalloproteinase-1 (TIMP-1) were measured by Western
blotting. MMP-2 and -9 gelatinolytic activities were measured by gelatin
zymography. <BR>RESULTS: Mortality was significantly lower in valsartan -treated
rats than that in ADR rats (20% versus 40%, P<0.01). The dilatation of LV cavity
was significantly attenuated in ADR-induced dilated cardiomyopathy rats given
valsartan. Valsartan partially normalized LV contractile function, which was
significantly reduced in ADR rats. The hydroxyproline content was increased in ADR-
DCM group and significantly reduced by valsartan treatment (P<0.01). The protein
levels of LV MMP-2 and MMP-9 were increased in ADR rats and attenuated by
valsartan treatment (both P<0.01). However, no change in TIMP-1 was observed
(P=>0.05). The activities of LV myocardial MMP-2 and -9 gelatinolytic were increased
significantly in ADR rats (both P<0.01) and attenuated by valsartan treatment (both
P<0.01). <BR>=CONCLUSION: Pretreatment with AT 1 receptor blocker valsartan
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attenuates left ventricular remodeling and failure in a rat model of adriamycin-
induced dilated cardiomyopathy.</FONT>

Key words Doxorubicin  Myocaridial diseases Matrix metalloproteinases Valsartan Receptors

angiotensin

DOI: 1000-4718

BAEE X3t Ihzhimd@yahoo.com.cn




